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TITLE: FC'rmation of t'logenic a-ines m ra-A- mil'^c Kispanico ::heese 

ni.anuf act ^^red vith prc^temases and different levels of 
St artei- culture . 

ATTKJR: Fernanaez ■ Gam a E; lo-rillo 1; Munez M 

Cl'RPjRJ^rE SOTRCE : E ep^a r t anie nt O' ie ZecnZ'-lDjia Alir.entos, irJIA, Mairid, 
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J :"'U r n a 1 : c ie : C 4 8 ; " j ? 9 4 4 . ISSN: C 3 6 Z - 3 2 6 X . 
PV3 . C01T;TRT: United States 

J:u.rnal; Art 1 tie; (J'lDRMAE AF.TIILE! 
LANGUA'^E: Englisn 
FILE 3 E 3MEN I : E r 1 1> r i t y J du ma 1 s 

ErJTRV MltJTH : 2 : : IK 

EXTRY DATE: Entered STN : 20:10411 

L.^st 'Jpaated -tn STN ; 2 101G4L: 

Entered Keiline; 2 DO 104:;'. 
AB T:<i' prDteinases, a neutral pi:oteinar>e frcm Bacillus subtilis and 
a cysteine proteinase tr.o'xi Micrococcus sz . . '/.-ere used 

t^ acceLeLate the ripening process 'tf raw cow's milk Hispanico ::heese, a 
seT.ihari variety T'^-j levels [C.l'i and 1.*) a commercial starter ::ulture 
CDntaininq Lactc :C'Ccus 1 act is suhsp la:'tis an^i L. 1 act is subsp . cremoris 
were aided for cr^eese manufacture. The influence of noth factors, 
prr-teinase additiC'n and level of starter culture, on the growth of amino 
a : id-de ::arboxyla' mg mi c r jorgani sms and cn the foi'matiDn of biogenic 
amines iurinq cheese rirenina was investigated in duplicate experiments. 
The population cf tyrosine decarboxy 1 ase ^ p ds it ^ve bacteria, which 
recresented less than 1 * jt the total bacterial population in most cheese 
samples, and cyr'-'sine de t arbC'Xylase ■ p :)S i t ive lactobarilli was not 
influenced by prttemase addition or level tf starter culture Tyramine 
was detected in all batcnes cheese fr-cm day 30. Its concentration was 
significantly (E < 0 ' influenced by proteinase addition but not by the 
level of starter cul^:ure and mcreasei with cheese age. After 90 days of 
rLtening, 103 tc- 151 mg'kg of tyramine was found in the different cheese 
Dutches. Histamine was nc't detected until day -50 in cheese with neutral 
priteinase and 1* starter: 'culture and until day 9C in tne rest C'f the 
cneeses. The con cent rat iC'n of this amine did not exceed 20 mg.''ka in any of 
the batches invest igat e(.i . Phenylet hv- lam ine and tryptamine were not found 
in any Df the sarp. lev-:. 
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Ai:CESS:2N NUMBER: 2.:J1.^5iea MEDLINE 

Dt'CUMENT MUM3E?. : 2 : 1 5 5 "^3 c PuDMed ID 1 0 7 3 3 2 5 0 

TITLE: Effect C'f added proteina.?es and level of starter culture on 

the f '>rTr.,;jt ion of bio<:ienic amines in raw milk Manchego 
cheese . 

AUTH'jR Fr-rnandez Garcia E; Tomillo J; Nunez M 

C(lRP'jR.'\TE SO'URCE : L epa rt am.ent o de Tecn.::v. :»g i a de Alimentos, INIA, Madrid, 

St am . fgarcia iinia es 
SL'URSE K'JTERNATIC'NAL JC'UFIJAL JF F002 M ICROBIliLi3(:5Y , (1:599 Nov 15) 

EO ;3) 155-9^. 
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AB The influence of two picteinases i Bacillus suDtilis neutral 
prctemase an'i Mi'crococcus sp cysteine proteinase) 

anl twc' starter culture levels (0.1* an'l 1*! cn biogenic amune fcrm.ation 

has been studied ii: raw eA-es' milk Mancnego cheese. Amiino aci'd 

de carb cxy 1 at mg ni : ro ■ C'igan i sms were ietentune'i on tyrosine enriched 

selective m.edia. Biogenic am.ines were analysed by capillary 

e lect rophC'res i s m citi'ate buffer at pH 3.6. A'idition of proteinases and 

level of starter cultuie did not influence the popiulat ion of 

micro-organisms w i t h am, i n c a c ^ d de c a rttoxy 1 a 1 1 ng a c t i v i t y , wh i c h 

represented on at'erage 1^ of the bacterial copulation m 30-day- eld 

cheeses. Tyram.me and histam.me were detected in all batches of cheese 

from day 30. concent rat i c-ns cf t-__.'ramine and histamine w-ere higher in 

cheeses m.ade from, m.ilk with neutral proteinase ; up to 3 56 and 2 34 m.g 

kg I ■ 1 , respect ive 1;.' , after 90 days than m cheeses made from, mulk with 

cysteine proteinase ( uf to 26 9 and 18 9 m^g kg ^ - 1 ) , 

respectively) or with no proteinase added (up to 305 and 226 mg kg ( - 1 ) , 
respectively) . Format ion of tyramine and histam,ine was also favoured in 
cheeses made with 1% starter culture with respect to cheeses made with 
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o:;l',' starter culture, probably due; to the hiaher pH values of the 

foirner cheeses. After iO da'.-3 of ripenir.g, concentrations of IC 2;; r.g 
kf:f i: phenylethyl ammo vere observed m 9 of the 12 batches, and level 
1.; ng kg ■ ■ 1 ■■ trypt amine Aere only detected m 3 batches, -^-ith no 
significant relaticnsh:p oet/;een the concentration of these amines and 
prDtemase addition or level of starter culture. 
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Bacill^us a-^y 
for d cysteine protease 

C'dagaki Y; Hayashi A; Chad a K; }iirotsu K; 
F., Yoshimoto 1; Isuru L, Sato M, Clardy J 
Lepartment of Cfieinistry and Chemical Biology, 
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United Kingdon. 
Article; JOUF.NAL ARTICLE 
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Cornell 
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Journal 
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Entered STN : 199 90618 
Last Updated on STN; 2C0D0407 
Krt-^rpH Mf=-^l-np- 1^990610 

BAC?:GR0UND: The N- terminal pyro glutamyl (pGlu) residue of peptide 
hormones, such a? thyrotropin -releas mg hormone (TRH) and luteinizing 
he rnone releasing hormo^ne (LH -RH), cDnfers resistance to proteolysis by 
conventional ammopept idases . Specialized pyroglutamyl peptidases (PGPs) 
are able to clea\'e an N- terminal pyrDclutamyl residue and thus control 
hj.rmonal signals Until now, no direct or homol og-.^- based three-dimensional 
structure was available for any Pf^P . F.ESULTS : Tne crystal structure of 
pyroglutamyl peptidase I {?GP I) from Bacillus amylc liquef aciens :ias been 
determined to 1 6 A resolution. The cryst allographic asvTTimetric unit of 
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PGP I is a tetramer of four ident . 
n-tncry St allographic 222 s'ymmetry 
globular domain v;ith a hydrophobi'.: 
surrounded by fir-e alpha helices, 
m'jst of the conserved residues in 
catalytic triad cc^mprises Cysl4 4, 



.cal monc'mers related by 
The protein folds into an alpha 'beta 

core cc'nsisting cf a twisted beta sheet 
The structure a. lews the function of 
the PGP- I family to be identified. The 
HislbS and GluSl. CONCLUSIONS: The 
catalytic site does not have a conventional oxyan.on hole, although 
Cy3l44, the sidechain :)f Arg91 and tne iipole cf .m alpha helix could all 
stabilize a negative charge The catalytic site his an SI pocket lined 
with conserved liydroph :>bi c residues to accommodate the pyroglutamyl 
residue. Aside frc^m the SI pocket, there is no clearly defined maincham 
suDst rate-bindmg region, consistent with the lack of substrate 
si>eci f icity . Although the o^-erall structure of PGP- 1 resembles some other 
alpha 'beta twisted open-sheet structures, such as purine nucleoside 
phosphorylase ana cutinase, there are important differences in the 
l.:zat.on and organization of the active -site resiiues. Thus. PGP- I belongs 
t a new famil\^ of c/steine proteases 
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Inhibition, r eaot i vat r on , and determination of metal ions 

in membrane met al 1 oprot;eases of barterial origin using 

h :.gh - performance liquid chrom.at 'Cgr aphy coupled on-line with 

inductively coupled plasma mass spectrometry. 

Leopold I; Fritke B 

Derartment of Stress and Developmental 
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}003 



B 1 o 1 og -.y I n. s 1 1 1 u t e 
.e, 06 120, Germiany. 
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of Plant Bi ocnemist ry , Weinberg 
A:JALYTICAL biochemistry, il99^ Oct 
Journal code: 4NK; 03 7053 5. ISSN: 
United States 

J:^jrnal; Article; JOURNAL ARTICLE:' 
English 

Priority Jt'urnals 
199"'ll 

Entered STN: 19971224 
Last Updated on STN: 20 0DC3G3 
Entered Medline: 1997112 1 
High-performance liquid chrcmat ography coupled 
ctupled plasma mass spectrometry { HFLC - ICP - MS ) 
characterization of metal ions in several met al loprot eases of bacterial 
origin. The different components of the bacterial extracts were separated 
on a size -exclusion cclumn. The eluent of the HPLC system, was continuously 



on 
wa. 



■line with inductively 
; used for the 




^v.^ rr^D r/c o-.o^pn^ ^ >' ^"apiQ 1" 6 D T oclu c 1 D 1 c , and sensitive 
an:i^^:rS ;^acrel;;;e;:^s^ln1;e^;;.a:Lp.oteLes. T.o dif.e.en. .e^rane 

-:":-^;;r.^^ci^^^n.:^:e:au - 

HP - I'p MS The zmc c .nten. was deter.xned .o be three .^plecules of z.nc 
^■.e-^pr^te'n ir.olecule for the B. cereus protease and one mo.ecu.e of zi^.c 

pr. ein molecule for the P. aerugrnosa protease. For another purified 
:^^tease a oeriplas-nic alanyl a-i^nopept idase of ?. aeruginosa, tne .acK 
'.^^prD-einbouna u^etal ions oouid be clearly det e rrtmed - a conf irina. ion 

-nis mam ammopept idase of P- aeruginosa belongs to tne 
cysteine protease family. Tne presence of nonicni: ^ 

c'^-erqents can influence the distribution uf tia^e ^.^.c..^ r::^'""* """h^h 
H^Lr separation. Therefore, the use of these substances snou.d oe avoiaed 
d■ur^n^enz^^e purification for metal analyses or they should ne exchangea 
later"'for zvitterionic and lonm detergents with more strcngly 
dissociating properties. 
Copyright 1997 Academe Press. 
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Purif icatic.n and characterization of a dipeptidyl 
carboxvpept idase from Pseudomonas sp , W024 . 
Ogasawaia W; Abe N; Hagio T; Okada H; Morikawa Y 
Department of Bioeng .neer ing , Nagaoka University of 
TeclmDlC'gy , Niigata, Japan. 

BIOSCIENCE, BIOTECHNOLOGY, AND BIC CHEMI STRY , (1997 May) 61 
(5) 858-63. 

Journal code. EL P ; 9105717. ISSN; 0916-845^. 
Japan 

Journal. Article, (JOURNAL ARTICLE) 
English 



199707 

Entered STN : 19970812 
Last updated on STN 20000303 
Entered Medline 199'?073l 
A du>-ptidvl carboxvpe^otidase .DCP activity was detected m cell 'free 
ext acisoi Pseudomonas sp W024 , After purification and characterization 
the pnz^.ne was found to be ncnogeneous by 3D3-PAGE, and had a -oleculai 
r^a^^s 3*^^ 74 000 Da bv SDS^PACE and '^2,00^ Da oy gel tiltration, indicating 
tha- It is'monomeric The iscelectric point was 5.2 and optimum pH was 
,5 0 It showed a soecific activity Df "^BO m.umol /mm/mg , which is the 

v^iq^-s- of the values shown bv known enzvm^es . The enz:,mie hydrolyzed 
arqi^tensm I to angiotensin il and sequentially released Phe-Arg and 
■:^e--Pr- from the C-^ermmus bradykinm. The DCP -ould not cleave 
iiTido-bonds, Gly-Gly b^nds, or tripeptides. The enz,Tnatic activity was 
-rmpletelv inhibited by 0.001 mM EDIA and 0,1 mM 0 phenanthrolme, but it 
was not affected by general serine and cysteine protease 

inhibitors. Addition of 2n2. completely restored the ^^^g ^^^^^^^^ ivi t of 
th- inactivated d:p treated with EDTA. These results suggest that this 
enz^.TTie is a zinc met a 1 loprotease . The characteristics of the P^^-^f;^^^ 
enzvme are slightl^^ different from those of the DCPs from Escherichia 
coll, Pseudomonas malt ophil la , and Corynebaot er lum equi, and considerably 
fi-cm those of the DCP frcm Bacillus pumlus. 
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A pepst atm- msensit ive aspartic proteinase 
thermorhilic Bacillus sv . 
Tcogcod H S, rrescctt M; Daniel R M 
Ther^rcphile Research Unit, University 
New Zealand 

BIOCHEMICAL JjUR::AL, 11995 May D 3 C ( 
Journal code: 9Y0; 2934-26R. ISSN; 0264 
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Article' JOURNAL ARTICLE' 
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Bacillus sp. strain Wp22.Al produced a eel 1 - associated aspartic 
nr---inase which was ourified tD hom.ogeneity using phenyl - Sepharose ^ 
^h-drophobic and affinity chrom.atography ^ and Mono Q. The proteinase nas a 
iroie-^ular mass of 45 kDa by SDS/PAGE and a pi of 3.8. It is insensitive .0 
pepstatin, but is sensitive to the other aspartic protemase-specif ic 
inhibitors diazoacetvl-DL-norleucine methyl ester (DAN) and ^ 
1 -^^epoxv-S- (p-nitrophenoxv)propane. Inactivation by DAN was only partia., 
suggesting that it had non' specif ically modified an aspartate residue at a 
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ther tnan the active site. The eiiz.ir.e was not inhibited by any of 
nne or cysteine proteinase inhil:;itcirs tested. 

proteolvtic activity was ob:3er-ed at pH ?.5. The proteinase had a 
■ activity^ xith haemoglobin, b.;t vas r-ore specific :Vmax./Km. for 
.rorr.e c. Substrate inhibition ,vas c:bservea v/ith both these 
■ates. The cleavage of oxidize i i:is'al m B chain tended to occur at 
where the PI ammo acid was t.iiky and non-polar, and the PI' ammo 
MS bulk'.' and polar, such as its primar-y cleavage site of Val2-Asn3. 
■otem.ase was stable m the pH range 2 . 5 - 5 . S . Thermostability was 
sea m the presence of ^32+, although to a lesser extent at higher 
atuies. The thermostabilities- at 6 C , ^C, 50 and 90 degrees C were 45 
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A bacterial factor induL-'es changes m cysteine proteinase 
forms m the cellular slime mould Die t yost el lum discoideum. 
North M J 

Department of Biolcgica- Science, Universify of Stirling, 
S::ctland, U.K. 

BIOCHEMI:aL journal, (Ir^SS Aug 15 254 (1) 26 9 75. 
Jcurnal coae : 9Y0; 2984-^26R. ISSN 0264 -6021. 
ENGLAI3D: Uriited Kingdom 
Jcurnal; Article; iJOURrJAL ARTICLE) 
Engl ish 
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Entered 3TN ; 19 9001 Or 
Last Updated on ST^' 'nof^o'^n^ 
Entered Medline: 1S^851122 
The electrophoretic pattern of :yst:eine proteinases m axenically gro'wn 
myxamoebae of Dictyoste 1 ium dis-oideum can be altered by the addition of 
either Gram-negative {Klebsiella aerogenes, Escherichia coli) or 
3i am-posit ive (Micrococcus lysodei k t icus , Bacillus subtilis) 
bacteria to the culture. No changes occurred, however, if either yeast or 
latex beads were used in place of bacteria, The :hanges involved the 
simultaneous loss of proteinases characteristic of the axenic cells (the 
A- forms) and the acquisition of thC'Se found m cells which have been grown 
on bacteria (the B- forms) , Using K. aerogenes the conversic-n was complete 
withm 4 h. Extracellular proteinase a^ztivity was unaffected during this 
periC'd. After the D. discoideum cells had been lysed, no equivalent change 

proteinase band pattern could be produced either by prolonged 
ir.cubatio'n of cell extracts cr by treatment with proteinases. An identical 
ccnvetsioai could be mduced m cultures of myxamoebae by a factor, 
cysteine proteinase converting factor ( :PCF) , present in 

the 15,00i) g supernatant ot a sc.nicated suspension of K. aerogenes. CPCF 
was macr onolecular , as der.onst ratted by both ultrafiltration and gel 
f : :.trati on, acid - pre ic it able , b'Ut, was soluble in ethanol or alkali. Its 
activity was unaffecte:: by treatment with trypsin. The results suggested 
that '^PCF might be a ctmponent of the bacterial cell wall, and since its 
activity was affected l:y lysczyme treatment, pept idoglycan is implicated. 
The results can be interpreted in terms of a novel nut r lent - dependent 
post - translational cnange which affected most of the cysteine proteinases 
t:-:esent in D. discoideum m-yxamcebae . 



L4 /\I;S'rtEF. 6 OF 14 

a:cecs::on number: 

DlCUMEr.'T NUMBER: 
TITLE : 



ILA 



119B 



1998 : 814~7 
I NE 21644947 

An enz'_.miatic .ir.a lysis of the storage mite 
Lef 'idogl'vphus des t ruct or . 

Stewart, G.A.: H age - Hamst en , M. van.; Krska, K.; 
Thompson, P.J.; Dlsson, S. 

Universit'.' of Western Australia, Nedlands . 
Comparative blocnemistry and physiology. Part B, 
Biochemistry -l^ molecular biclogy, Feb 1998. Vol. 
Nc . 2, p 34 1-:;4'' 

Publisher; New York, NY : Elsevier Science Inc. 
ISSN; 1096-4 959 
Includes references 
New York iState!''; United States 
Article 

U.S. Imprints not U3DA, Experiment or Extensicn 
Engl ish 

Extracts of Lepidogl'^.'phus de struct 
digestive enz;.m:^.es known to be a 11^ 

Dermatophagoides pt ere nyss mus ani D. farmae, with particular emLphasis on 
the proteases and carbohydrases . Three serine pioteases and one 
cysteine protease were detected, each with an apparent 

molecular weight of 25 K as judged by gel filtration. The serine proteases 
appeared to correspcnd to the trypsin, ch'^.m:iot r-yps m and col lagenoly t ic 
enz^.-mes previousl'j' demionst rated in mites belonging to the genus 
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DerT.atophagoides . Chron.at ■ ecus mg studies snoxed that each or t ne serine 
proteases A-as p DlvTT.orf h i c Extracts of L. destructor ^ere also found to 
contain amylase, glucc'arr.y 1 ase and an enzyir.e ^ s ;■ tnat lysei Gram - pes 1 1 ive 
oa::teria, su::n as Mi ^rC'CO :-co3 lyso ie ikt icus and Bacillus 

megatariaT. These data mdi^rate tnat extra':t3 of L. destructor contain a 
3pe:trum :f digestive enz'.Tr.es siT.ilar to that sncAn to be present in the 
?-,'roglypn id T.ites. The allergenicity o: sucn enz-.i^ies m L. destructor 
remains t: be deterT, ined. 
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Geneti- t rans f orn^at 1 on" has been used to imprcr-^e p :plar tolerance toward 
-l-'^scmela tremulae, a ccleoptera causing severe damages m nurseries and 
-cung p3p:ar plantations. We have shc^wn in an in vitro assay that 
"••stein- proteinase represent the ma]or proteinase activity in the midgut 

c -rerrulae Moreover, m this system the cysteine proteinase 
irhibi-or OCI effecti-elv inhibits m,cst of the digestive proteinase 
ac-ivit- This proteinase inhibitor and the Bac.Uus t hur mgiensis 
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we-e b^.th evaluated for their toxicity against C tremulae Transgenic 
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fei^-din.3 on this transgenic poplctx^ tr^.hxbxt r^iuc:::i l.^rva^ growt__, 
de-elopment and increased mortality when compared to the controx . 
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s-reenmg Bacillus deficient m RSP and/or RCP, esp. from Baci.lus AP-/NP 
is given^ The Bacillus mutants thus prepd. are useful m manufg. 
heter:: logons proteins. 



e.g 

A method of 



L4 



'JSWE? 13 OF 14 3I0SIS COPYRIGHT 2 0 02 BIC'SIS 
ACCESSION NUMBER: 199~: 1^8512 BIOSIS 

DOCUMENT NUMBER: f REVl 9 9 ^ 9 9 4 7 3 2 2 5 ^ 

^XjLE' Effects of lectins, CRYIA/CRYIB Bt del ta - enaot oxm , PhPm, 

protease and alpha - amylase inhibitors, on the development 
of the rice weevil, Sitcphilus oryzae, using an artificial 
seed bicassay. 



C 9,-462,S46 Search St rat: eg;; / F.esul 



AUTHOR . S : 



CC'RPCRATE 30lJr:Ct 



S'JURCE 



iga, 



:158 Entomoi 
7 3C7-115 3 USA 
T.entaiis et 



Kal] 



Purdue 



,\est: 



Applicata, '1997: 



82 , 



LATK 



MENT TYPE 

UAGE : 
An artif 
res 1 St an 
reared 



A-as developed to evaluate potential 
the rice xeevil, Sitophilus oryzae , Weevils 
OTT^parea to those leared 



Dep . 

Lafayette, IN 4 7 3( 
Entcnologia Exper; 
No. 2, pp. 2 01 -2 11 
ISSN: CG 13 -8 70 3. 
Art icle 
Engl ish 
icial rp.aize seed broassay 
:e factors against 

:i artific:a: seeas ^ . 

'^1 d^-e-oped faster, iri^ had si:nilar yithm seed deve. cpn^ent a . 
mortaliT les, -ere lighter m xeight up^n emergence ana iiv; ^ 

oviposited the sanv? nurr.ber of eggs. Using this bioassay . ouna tnat 
E-b4, a cysteine protease inhibitor, decreased the , ^ , 

nuinber of emerged adults per seed and delayed xithm seed developnent a. 
time suggesting t.hat the rice weevil utilizes a cysteine 
protease to digest; its dietary protein. Weevils fed inhibitors 
tr-'psm and ch'.^ot: r vps : n , Bo-.Tnan ■■ Birk and Kunitz inhibitors respec u i ve .y , 
de-el"p-5 ncrmall-/Paia-amino-L-phenylalanine (PAPA), a non prctem ammo 
acid implicated as an insect resistance factor m Vigna vexiUata. was 
lethal at dietary le-^els of 0.2% (w/w) and higher. An extract from 
Amaranthus caudatus seeds delayed the developmental time of the rice 
weevil 3t dietarv levels of 0.2% (w/w; and increased mortality at dietary 
le-e^^ -'f 1 0% (w'w; . Se^/eral proteins tested, including Griffonia 
simpl: :ifolia agglutinin II, phytohemagglut mm extract containing common 
bean a Ipha- amylase inhibitor, pokeweed agglutinin, Bacillus 
thurmgiensis CRYIA/ CRVIB endotoxin, and an alpha -amyiase inhibitor from 
wh-^a^ had no effect on the rice weev..i iht d^Lxficial ...aizc ccc-. ^ 
bi-assav was adapted b- pelleting tne seed for use witn an ultrasDnic 
insect, feeding monitc.r to determine the finding activity cf rice — — 
as they developed fr:m egg hatch to pup-.ition. 
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N'-'VELTY - A cataiv-^ LC antagonist >. I : of a target molecule com,prises a 
targeting moietv that specifically binds tc the target molecule. The 
target mq moiefV is attached to an enz'.mie that degrades the target 
m:.lecule^to redu:e bmdmg of the target molecule to its cognate ligand 
and targeting m^olecule, resulting m the release of the antagonist, 
allowing it to bind and degrade another target molecule. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the 
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t oi ^ C'A'ir.g : 

l/degradmg a targetirig rrolecule coTtprising contacting the target 
TTLoiecule with ■I: ; 

^2! an enz-.TT,e 'II; having an altered substrate specificity comprising 
a targeting moiety attached to a subsite comprising the substrate binding 
site of the enz;."me; 

:'3-- directing the activit'/ of an enz\m^Le to a specific target 
comprising providing .11; and contacting with the target, where the enz:m::e 
specifically binds to the target, localizing the activity of the enzvine at 
the target ; 

■4^ enhancing the activity of a drug that acts as an inhibitor of a 

ifcieepL'^^l '-'i^ ci.i Cxii. ^. ii.t.; v„ ^^...^^ ^ ^ ■ -^i^^^..- ^ --^ -■ - 

so that when the drug binds the receptor or the enz:,Tne the serine 
h\'drolase degrades the receptor or enz\mie; and 

(5) inhibiting an enz-me or a receptor comprising rontactmg the 
enz'.-m.e or receptor "with a chimeric molecule comprising a ligand that binds 
the^ enz;,m^.e or receptor attached to an enz\mae that degrades the cognate 
ligand of the enz\m:\e or receptor. 

USE - (I) can be used as catalytic antagonist for specific targets. 

ADVAiNTAGE The effector molecule of (I) is transported directly to 
the sight of action by the targeting moiety of (1} . 
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